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=~ . —_— REMARKS T T T~ L
- _ Apphcant-has carefl.llly studied’the nonﬁnal Examiner’s Action mailed December“i? - ~
- 2002 and all references cited therein. The amendment appearmg above and these explanatory - il

_ " ~.

- 5 remarks are beheved to be fully re5p0n51ve to the ActromAccordmeg’ this unpomant patent =

A

apphcatlon is now v believed to be in condmon for allowance. — = 2

- Applicant responds to the outstandmg Actxon by centered headmgs that correspond to_the A
eentered headings employed by the Office, to.ensure full response on. the'ments to each ﬁndmg ' -

of the Ofﬁce K . Tz . -

/" ?

T _ Debiarazion_vnder37crk1332 S

- -

» The Declaration filed under 37 CFR 1,132 stands deemed as msufﬁment. In view of the RS
current amendments to the claims, the Declaration Under-37 CFR I. 132~1s rendered moot and 1s :

ot

15 therefore w1thdrawn - - . .. ) -

_ Claim Rejections = 35 US.C. § 112~ - SR

. Applicant acknowledges the quofation of 35 US.C§112. =~ - = .o © -
20 - . - - - T~ - . - -

e - - - P

- . Claias 2 and 12 stand rejected under 35 US.C._§ 112 first paragraph as contammg - -

- subjecr matter which was not descnbed in the specification in such.a way as 1 reasonably -t

convey to one skilled in the rélevant art that the mventor(s), at the time Ehe appli‘catmn was filed,- = R

~—  had possessron of the claimed invention. More Speelﬁcally" the phrasey-a duranon of‘at-least } .

25" 100m seconds" constltutes new matter"because there is Tow.no” upper limit-to the’durahon ofw . |7

&3 © time for which the electrlc ﬁeld can be apphed fTherefore the claims encompdss applying an’ Bt
. electric ﬁeld for a duration of at least, 100ms up to infinity. Recogsrderanon and withdrawd] of .

.~

this ground of re) ection is requésted for the reasons that follow, e T - ' £
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* Claims 1, 2, 11 and 12 have been rewritten to 1dent1fy an upper limit for the apphcatlo -
- ofthe. electnc ﬁeld In view of thc amcnded claims, apphcant now believes that clalms 1,211

by Lucas et al. (DNA. and Cell Biol. Vol- 20(3) 183:8; March 2001). Applicant’s arguments
filed-10/9/02 traversed the Lucas reference- as prior art under 37 CFR 1. 132 -However, it was
noted by the Examineér that the declaration under 37 CFR 1.132 submlttcd in the'p previous ...
Amendment was insufficient to overcomé " the rejectxon The claims have ‘been amended to

15~ include limitations not described by Lucas et al., and as such Apphcant beheves that claims 1, 4--

-

-~
-~

condmon for allowance. -

-

‘Clalms 1, 4-5, 14, 16- 18 and 20 stand rqected under” 35 USC 1*02(a) as bemg

. antlclpated by Heller et al. (DNA and Cell Bi6l._Vol. 20(1) 21-6; Janvary- 2001) ..Apphca.nt S_

- 20  arguments ﬁled 10/9/02 traversed the-Heller reference as prior art under 37 CFR L. 132
However, ‘lt t was noted by the Exarmner that the declaration under 37 CFR 1432 submltted in the

-

~previous Amendment was msufﬁcxent to gvercome the rejectlon. The. clauns have’besn a.mended

- —

= toincluded lmntatlon not described-by Hellér et al i‘f as such-Applicant beheves‘ﬁhat claims 1,
- =4-3, 14, 16- 18 20 and newly added claims 21-36 are not antlclpated by Heller-and are in

_~  =and 12.are definite thh regard to the written description.” As-such, apphcant believes that the N

8 10, 11, 14-18, 20 and newly added claims 21-36, are not ant1<:1pated By Lucas and are_ in __

rejection of clau'ns 1,2, ll a.nd 12 have: been overcome by amendment. .. - L o i
. ‘“ - - - . i
- - Claim Rejections - 35 U.S.C. §102 - * - Y
- - ) ) gr\ ’ ’ ) - - - T ) .‘ <: . .
. ) Applicant acknowledges the quotation o‘f35 U.'S.C. § 102. - ) .
40"+ Claims 1, 48, 10, 11, 14-18 and 20 stand rejected under 35'U.S.C 102(s) as anticipated..”

Al
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..Clauns 1,4-5 and 14—20 stand re_]ected under 35 US.C. 102(a) as*antlmpated by Betten et’

-

-l - x:,-

-

rejectlon ™ ) = -

L

hat

- -

&

method/system of facﬂltatmg the dehvery of a molecule into a target“tzssue compnsmg applymg
“a substantlally continuous low-leveL electric field to the target tissue for a duration sufficient to'
faclhtate entry of a desired molecule into-the interior of the cell”. It is noted by the Office that .
the claims do not set forth the parameters which define"the “substannally continuous ‘low-level .
electric ﬁeld" Tuming to the speclﬁcanon for gmdance, the spec1ﬂcat10n discloses, “the
10 characteristics of the ﬁled used to facilitate the cntry of the molecu]es into the target céll inchude .
field strengths between lmV/cm and, 200V/cm, “applied as*pulses of substantially contlnuous

—'energy The duration of the pulse ranges from 0.1st0 20 minutes, with lOOms to-100s duration*: -

ﬁeld as taught by the | present invention are mterpreted by the Office to b - a, ﬁeld which" wou]d

L

-al (Bloelectrochemlstry Vol. 52: 83 90; September~ 2000). - Apphcant ‘herem traverses the -

~The Ofﬁce contends that the claims of the prcsent mventlonfare drawn i

comprising a preferred range. As such, the deﬁnmg parameters-of a substantlally continuous -

15

“x

«faclhtate entry 1nto a target cell when applxed as any smgle pulse i the range of ImV/ecm™and -
Therefore, the Office centends: that _any

electric pulse within these parameters 3 would inherently have the same effect and resultin the

200V/cm and for a duranon of 0 1s to 20 minites.

. -
s

desired outcome.

..- - -
- _ -
- -

.

.

.

~e’_‘

-

e

_The Office.states that Bettan_ descnbes Submlttlng each tumor (o eight pu]SCS"Of 20ms =
20 »..duranon at a voltage-dlstance ratlo x:ax;gmg from 200 to" 800V/cm, ‘which is thhm the range
. defined by the spec1ﬁcat10n of thé present invention as able to facilitate porosity-of- & *’target cell
_and facilitate entry of a- molecule into said cell. And as such a smgle pulse'-ef;the method taught

a—

by Bettan would ivherently result in entry of a molecule mto ‘the cell«..regardless if xﬁultxple

pulses were apphed T

-mE

-
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1 . Appl1cant=respectfully ponnts out that.pulse duratmn taught by-Bettan,.20ms, “does not.fall

-r

within_ the-range defined by the speclﬁcanon of the present mventlon 100ms.to 20 mmutes As

such, the present mveptwn is not ant1c1pated by Bettan™ <

- . . - - -
-

" ZClaims 1, 4-6, 8-11, 14-16 and 1820 stand rejected under 35 U.S.C-102(b) as anticipated

. - -
Gl - N
-

1. optlmal at 200V/cm, for a duration of 20ms The Office contends that the range taught by Mir is+
’ " within the range define by the spemﬁoanon of the present | invention.as able to facilitate poromty

10 - method taught by er would mherently result in entry of a molecule into the cell rcgardless if

= 3 -

- - multlple pitlses were apphed : o

fall within the range deﬁned by the spec1ﬁcat10n of the present 1nvenuon, 100ms to 20 mmutes

<j‘

Rl As such the present mventlon is ot ﬁmclpated by Mxr 7 - S

-~
[eYs -— -

15 Clalms 1 20 stand re;ected under 35 U S:.C. 102(b) as anticipated by Hofmann etal. (U.! S
“ Patent 6 05 5 453) Applicant herein traverses the rejection, = - -~

— . -

- 2 The- Ofﬁce states that the electric fie]d strength taught-by Hofman. can be from’ 10V/cm ot
about‘ 20kV/em, ‘and the pulse duration can 1 be about 10ps to about k! OOms 'I'he Office contends.
- that the range,taught by Hofman 1s Within the.range deﬁned by the spemﬁcata@n -of the present

- 20 ‘inventiofi as able to facxhtate porosity of a target cell and faclhtate entry of a molecule into said

cell. Therefore, a smgle pulse of the. method taught by Hofmann would mherently result~m entry

ofﬂa _molecule mto the cell, regardless 1f~mult1ple pulses were applled -~ T . e e

-
- -

- ’ s - ‘ ry

-

-

Hofmann descnbes at col lO lines 3- 56 the application of a low-level electnc?pulse of
long duration, However, the descriptions of Hofmann all suggest the use™of a series of pulses to-

25 facilitate the entry of the molecule into the cell. Hofmann does not desCribeor suggest the use of

- -

Page 11

>

i 5 byMir et al. (PNAS Vol. 96:4262-4267; April 1999).- Applican?::herein traverses the rgjection. ..~

Filing Date: 08/24/2001 . .. . e v S

—
-

y

s The Ofﬁce states that Mir teaches the apphcatmn of an electnc field-at IOOV/cm but~..

-~

- - _ of a target ceIl and facilitate entry of a molecule -into said cell. Therefote, a smglc pulse of the - ~

Apphcant respectfully points out. that the pulse duratwn taught byAer, 20ms, does. not -

)
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assingle low-level electric ﬁeld that.is apphed for a duratlon of between 100ms and 20 minutesto>

effect the entry of-a-molecule into the cell. " As such mdependent clamxsal-'and 11 havebeen

2
amended to further limit the claims to the applicationof & single pulse ‘within a range of lOOms~ g

to 20 minutes. Claims -5, 7, 15 and 17 directed to the apphca’non of a plurahty of pulses-within

th1s pulse duratlon range have been cancel]ed

-

in condmon for- allowance

matter of law. - ~

"‘ Claims 12, 14, 16, 18 and 20 are.dependent ugon clairn 11 and are therefore allowable as .

- a matter of law.

-

15.

—

- 20
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—~—
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-

-
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-
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For the reasons cited above, Apphcant be]xeves that mdepcndcnt claims 1 and 11 are now.

Claims 2 4, 6, 8 and 10 are dependent upon claim 1 -and are therefore allowab]e as a

- -
- . a*”

2, o,

T~
-~

Claims 21-36 have been added. Clalms 21- 36 are drawn to a system and method for -

- facﬂltatlng the delivery of a desired molecule mto a target tlSSU.C whereby the application of the e

electric field is limited to a pulse duranon ‘between 200ms -and 20 minutes;” The range descnbed

by Hofmann does not anticipate-the claimed pulse duratlon fecited in mdependcnt clanns 21- and

29 As such, the newly added series of clau'ns are in condmon for allowarice. *

—

" Examiner's Amendment<would place- the pendmg Clalms in condition” for allowance a -

telephone call to the unders1gned at (727) 507-8558 s requested.

“

x

e

. .
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